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ABSTRACT ARTICLE HISTORY
Objectives: We aimed to develop a guidance on the use of pre-exposure prophylaxis Received 16 February 2024
(PrEP) for HIV tailored to the Belgian context. Accepted 12 May 2024
Methods: Different aspects of PrEP care were judged by an expert group of nine Belgian KEYWORDS

clinicians, seeking consensus for areas of controversies. HIV; pre-exposure

Results: PrEP should be considered in HIV negative patients at high risk of acquiring HIV. prophylaxis; guidance
Currently, only oral tenofovir/emtricitabine is available in Belgium for PrEP, which can be used

daily, or also event-driven in cisgender men and trans women who are not taking exogenous

estradiol-based hormones. Personal counselling directed at medication adherence and sexual

health should have a central role in PrEP care. At the initial assessment clinicians should give

attention to symptoms of an acute HIV infection, the patients’ immunization status and renal

function. A regular follow-up must be set up to diagnose HIV seroconversion, treat sexually

transmitted infections, and manage side effects of PrEP.

Conclusion: The Belgian guidance on the use of PrEP provides a point of reference for standard

PrEP care in Belgium and will be periodically updated.

- National PrEP guidelines may provide a point of

Introduction
reference for standard PrEP care. However, they
This is a revision of the first Belgian Pre-Exposure should not be regarded as strictly normative,
Prophylaxis (PrEP) guidelines, which were devel- imposing a uniform way of working. Rather, they
oped at the introduction of PréP in 2017. guide clinical practice, especially to less experi-
Meanwhile, new evidence became available and enced professionals engaging with PrEP, and
PrEP has evolved, with new challenges emerging. should be regarded as guidance instead of
These relate to scaling-up PrEP coverage; increas- guidelines.
ing access to PrEP for vulnerable populations, such - This new PrEP guidance is not restricted to medical
as migrants and sex workers; preparing the intro- aspects, but also includes psychosocial ones. More
duction of novel PrEP formulations, such as long- emphasis is put on counselling and sexual health.
acting injectable PrEP; and advancing collaborative - This guidance is not limited to use by physicians
PrEP care, which extends PrEP delivery to, e.g. within an HIV reference centre (HRC) but should
general practitioners (GP), nurses and community extend to all healthcare providers involved or con-
organizations, while reducing capacity constraints fronted with aspects of PrEP care, such as GPs and
of HIV clinics with a growing population of PrEP nurses. To date, PrEP services in Belgium are
users. mainly provided through the HRCs. To optimize
The need for new guidelines was expressed in the PrEP uptake and retention in care, we require the
Belgian PrEP Network and a specific Working Group on help of nurses within HRCs as well as the involve-
PrEP Guidelines has been set up to conduct the revi- ment of GPs for the 3-month follow-up. As of
sion. In addition to updating the evidence on PrEP and May 2023, two follow-up visits per year can be
recent evolutions, these new guidelines take some organized by the GP. Therefore, we recommend
different points of view: a differentiated PrEP service delivery approach,
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including involving GPs, to make PrEP care more
client-centered. These recommendations are
based on a recent Belgian publication focusing
on PrEP services delivery [1].

Evidence of PrEP effectiveness

Since 2010, HIV PrEP has proved its effectiveness as
a novel prevention tool through several studies all over
the world. The IPREX study was the first to show that
the use of PrEP among men who have sex with men
(MSM) significantly reduced the level of HIV transmis-
sion (44% compared to the placebo group) [2]. Later,
large-scale randomized controlled trials, such as
IPERGAY [3] and PROUD [4], using event-driven (also
known as 2+ 1+ 1’) and daily PrEP dosing regimen,
respectively, have both shown a reduction of HIV trans-
mission among MSM of 86% to 90% compared to
placebo. Since, studies have repeatedly confirmed the
high rate of efficacy and safety of PrEP among MSM
and also the heterosexual population at high risk of
HIV infection [5,6].

Methodology

A first draft of this guidance was written by an expert
group, all of which are clinicians involved in the care
for PrEP users in Belgium. A consensus was sought
between the members of the Working Group for
areas of controversies. Thereafter, the text was sent
for feedback to all Belgian HRCs, which endorsed the
final version of this guidance.

General considerations

- PrEP should be used during periods of substantial
risk for HIV acquisition and can be stopped during
periods of low or no risk.

- PrEP care should be initiated in an HRC.

- Personal counselling should have a central role in
PrEP care.

- Community involvement in different steps of the
PrEP care continuum (e.g. from raising awareness
to supporting service delivery) is essential to
ensure broad access and coverage, especially for
more vulnerable populations.

Eligibility for PrEP

To judge eligibility for PrEP, we advise health-care
providers to perform an individualized risk-benefit
assessment based on a detailed sexual and drug use
history. PrEP should be considered in HIV-negative
patients older than 16 years at high risk of acquiring
HIV. Patients who are eligible for PrEP commencement
based on the following criteria should be referred to an
HRC. These patients include:

(1) MSM and transgender individuals at high risk of

acquiring HIV

a. Reporting unprotected anal sex with one or
more partners

b. Acquisition of multiple sexually transmitted
infection (STI) during the last year, including
syphilis, chlamydia, gonorrhea, or acute
hepatitis B or C

c. Use of psychotropic substances during sexual
activity (‘Chemsex’)

d. Treatment with HIV post-exposure prophylaxis

(2) Other persons with a high individual risk

a. People who inject drugs (PWID) sharing
needles

b. Sex workers exposed to unprotected sex, par-
ticularly anal sex

c. People exposed to unprotected sexual activ-
ities, at high risk of HIV acquisition*

d. Sexual partners of a seropositive individual
with a detectable viral load

*These include persons originating from a country with
a high HIV prevalence (e.g. in sub-Saharan Africa) reg-
ularly visiting their country of origin and heterosexual
women who engage in unprotected sex with male
partners who are at high risk of HIV acquisition (e.g.
bisexual male partners or male partners from areas
with a high prevalence).

A PrEP request should always be taken seriously,
even if the abovementioned criteria are not strictly
fulfilled. Clinicians with limited PrEP experience are
therefore encouraged to refer persons whose HIV risk
is unclear, or who still request PrEP despite not fitting
the criteria above. HIV is not transmissible through
sexual contacts with partners living with HIV who
have an undetectable viral load, and thus PrEP is not
indicated in these cases.

Initial assessment and follow-up
First medical consultation

During the first medical consultation, we advise to
perform a thorough anamnesis to determine whether
the patient fits the eligibility criteria (as stated above),
to assess comorbidities and to record current medica-
tions and prior immunizations. Attention should be
given to symptoms of an acute HIV infection.
A physical examination should be performed if
deemed necessary (e.g. suspicion of acute HIV infec-
tion or STI). Counselling and sources of patients’ infor-
mation, as specified in the next sections, should be
provided. We advise to discuss immunization against
hepatitis A and B, Mpox, meningitis B and human
papilloma virus (HPV), although this may be post-
poned to the first follow-up consultation in case ser-
ological results are not available. According to the



Superior Health Counsel, hepatitis A and
B vaccination is advised for all MSM and hepatitis
B vaccination for PWID [7,8]. Vaccination against
HPV can be proposed to all MSM up to the age of
26 years [9]. Vaccination against Mpox should be
considered according to the epidemic situation
and recommendations in Belgium. Recent evidence
suggests that complete vaccination against menin-
gitis B with the 4CMenB vaccine protects between
33% and 44% against infections  with
N. gonorrhoeae (NG) [10,11]. In contrast, the preli-
minary results of an ongoing RCT (DoxyVAC) in
MSM on PrEP showed only limited clinical benefit.
Pending the results of further studies, immunization
with the 4CMenB vaccine should only be considered
in cases of recurrent symptomatic NG infections.

As baseline laboratory tests, we advise to perform
a 4th-generation HIV test, hepatitis B virus (HBV) serol-
ogy (HB surface antigen (HBsAg), anti-HB core (HBc)
and anti-HBs antibodies), anti-hepatitis A 19G, hepatitis
C antibodies and a syphilis test. A HIV-PCR should be
considered if there is a high clinical suspicion of HIV
with a negative HIV test. In that case, PrEP should not
be started until the result of the HIV-RNA is available or
a second HIV test is performed 4 weeks later. In cis
women, a pregnancy test should be performed.
Furthermore, the serum creatinine and eGFR, serum
phosphate, ALT/GPT and urinary protein/creatinine
ratio should be determined.

If there are no symptoms of recent seroconver-
sion, PrEP can be started as soon as contraindica-
tions have been ruled out. In practice,
a prescription is given when results are available
or a prescription can be offered to the patient
directly which should be used later, allowing the
clinician to check the results and timely contact
the patient in case of a formal contra-indication.

First follow-up consultation

A follow-up consultation after 4-6 weeks should be
planned in case of recent risk of HIV acquisition before
starting PrEP or risk of misunderstanding of PrEP
usage. This should be specifically applied for cases of
PrEP initiated right after PEP. For other patients, the
first follow-up can be planned after 3 months.
Furthermore, adherence should be assessed, and
potential adverse effects should be discussed.

Three-month follow-up consultations

The proposed laboratory tests during follow-up are
summarized in Table 1. Parameters of renal function
should be determined at least annually (including
serum creatinine and eGFR, serum phosphate and
urine protein/creatinine ratio). More frequent
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Table 1. Laboratory tests at follow up visits.

After 1
month 3 6 12
(optional)  monthly monthly monthly
HIV 4" generation (Ag/ X X
Ab) test
Syphilis X
ALT/GPT X
HCV* X
Serum creatinine, eGFR X X
and serum
phosphate***
Urinary protein/creatinine X
ratio**

*HCV via testing for antibodies or combo-test (antigen/antibody) unless
previous HCV infection when HCV-RNA test is required.

**cut-off is < 0.15.

***every 3 to 6 months in individuals over 50 years of age, with CKD or risk
factors for CKD (e.g. diabetes and hypertension) or who use of nephro-
toxic medications.

screenings (3—-6 monthly) should be considered in indi-
viduals over 50 years of age, with chronic kidney dis-
ease (CKD) or risk factors for CKD (e.g. diabetes and
hypertension) or who use nephrotoxic medications.
Preferably these patients are followed up in an HRC.

We advise to test for HIV and syphilis every 3
months and hepatitis C every 6 months. We also advise
to determine ALT/GPT every 3 months for early diag-
nosis of hepatitis C virus (HCV) infection especially if
HCV serology is known to be positive. If ALT/GPT is
elevated and if there was a substantial risk for HCV
acquisition, we recommend determining HCV-RNA.
Based on various types of evidence, which are
described in detail in the Supplementary Data, we
recommend only testing MSM who use PrEP for NG
or Chlamydia trachomatis (CT) if:

- they have symptoms compatible with these
infections

- a partner has a symptomatic infection, to avoid a
symptomatic reinfection in that partner

- they have sex with women as well as men

- they express a strong desire for asymptomatic
screening

The working group acknowledges that this recommen-
dation contrasts with general recommendations from
some international guidelines, including ECDC and
CDC. Our recommendation, however, applies to the
strict population of MSM who use PrEP, for which
uncertainties remain with regard to the benefits and
harms of asymptomatic screening. As such, this recom-
mendation might be revised in the future as new
evidence emerges.

For women, transmen and men who have sex
with women and men, NG/CT should be tested
intermittently according to risk. Indeed, untreated
chlamydia and gonococcal infections can lead to
pelvic inflammatory disease among women and
associated long-term sequelae, including infertility,
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ectopic pregnancy, and preterm delivery [12]. If
screening is performed, this should be done via
3-site testing (pharynx, urine, and anorectum) in
all risk groups. These samples can be pooled for
testing if this service is available at one’s local
laboratory.

PrEP counselling

Counselling on sexual health and medication adher-
ence should be provided at the initiation of PrEP and
during the follow-up consultation if deemed neces-
sary. Box 1 provides an overview of the key compo-
nents of counselling. Overall, a space of trust and
confidentiality should be created, free of stigma, to
talk about sexual behaviour and practices.

PrEP regimen and dosage

Both daily and event-driven PrEP with tenofovir diso-
proxil/emtricitabine (TDF/FTC) 245 mg/200 mg has
shown to be effective in the prevention of HIV

acquisition. However, the event-driven regimen has
only been studied in cisgender men, transgender,
and gender diverse people assigned male at birth
who are not taking exogenous estradiol-based hor-
mones (for example, gender-affirming hormones).
This population can opt for daily or event-driven use
of PrEP, depending on the person’s circumstances and
preferences. As an exception, patients treated for
chronic hepatitis B should use daily PrEP (see para-
graph under ‘Special situations’). All other populations
should use a daily dosing regimen. An overview of how
to start and stop PrEP in different populations is pro-
vided in Table 2.

If PrEP is used on daily basis, medication must be
taken within a window of 2 h. For cisgender men and
transgender diverse people assigned male at birth who
are not taking exogenous estradiol-based hormones,
protection is effective 2 h after a loading dose of two
pills. For other individuals, TDF/FTC one dose per day
for seven consecutive days is needed to achieve pro-
tective concentration. Alternative HIV prevention
methods should be used during this time. After

Box 1: Key components of counselling

® Risk reduction

doctors www.ist.kce.be)
- Reinforce the needfor immunization (e.g. HPV and hepatitis)

® Medication adherence

- Discuss theindication of PEP

— Assess the risk: typeof sexual intercourse, use of alcohol/'chemsex’ (i.e. sexualised drug use), use of sextoys and discuss risk reduction
- Chemsex: educate forindividual tools, lubricant use, interactions between drugs (see chemsex.be,application ‘knowdrugs’)
— Review STltransmission mode and remind that condom use is the only measure that protectagainst all STl (refer to depistage.be and for

- Assess potentialsexual health and wellbeing issues: discuss the role of chemsex and mentalhealth in relation to sexual behaviour. Refer to
sexologist, mental healthspecialist, addiction specialist or community associations if needed.

® Educate for STI screening when symptoms are present and partner notification

- Test theunderstanding of the chosen regimen of PrEP, e.g. using a real life case study

- Provide pill box, mobile applications (e.g. myprep and AT-PrEP) and websites (see below under‘Patient information’)

- Discuss strategies toadopt in case of discontinuation: out of stock situation, unexpected travel, etc.

- Ensure low-thresholdcontact with caregivers: offer a list with telephone numbers, e-mail addressesand emergency hotline

Table 2. How to start and stop oral PrEP.

Population

Starting oral PrEP PrEP

Using oral
Stopping oral PrEP

Cisgender men and trans and gender diverse people assigned Take a double dose 2-24
hours before potential
sexual exposure

Take 1 dose daily for 7 days
before potential exposure

Cisgender men and trans and gender diverse people assigned Take 1 dose daily for 7 days

before potential exposure

male at birth who are not taking exogenous oestradiol-
based hormones*

Cisgender women and trans and gender diverse people
assigned female at birth*

male at birth who are taking exogenous oestradiol-based
hormones*

People using oral PrEP to prevent HIV acquisition from
injecting practices*

Take 1 dose daily for 7 days
before potential exposure

Take 1 dose Take 1 dose per day until 2 days after

per day the day of the last potential sexual
exposure**
Take 1 dose Take 1 dose daily for 7 days after last
per day potential exposure

Take 1 dose Take 1 dose daily for 7 days after last
per day potential exposure

Take 1 dose Take 1 dose daily for 7 days after last
per day potential exposure

*Patients in need of chronic hepatitis B treatment should take daily PrEP. Stopping PrEP should be discussed with physician and monitoring is
recommended after stopping TDF-based PrEP to detect relapse and manage HBV.

**Some event-driven PrEP studies (2) showed effectiveness by taking two doses daily after potential exposure, even if the first of the two last doses is on
the same day of the last exposure for it is after the exposure. Sources like WHO recommend taking two daily doses after the last potential exposure.


http://www.ist.kce.be

loading doses, continue daily oral PrEP by taking one
dose per day. Expect for cisgender men and transgen-
der diverse people assigned male at birth who are not
taking exogenous estradiol-based hormones, PrEP
should be stopped 7 days after the last potential expo-
sure to HIV.

If PrEP is used event-driven, a loading dose of two
pills should be taken 2-24 h before sexual exposure.
Ideally, this loading dose should be taken closer to 24
h before potential exposure. PrEP should be continued
as one pill per day until 2 days after the day of the last
sexual exposure.

The Discovery trial has shown that tenofovir
alafenamide(TAF)/FTC was comparable to TDF/FTC
in terms of effectiveness and safety for PrEP [13].
However, TAF/FTC is currently not available in
Belgium. Cabotegravir intramuscular once every 2
months has proven to be effective and safe as PrEP
for MSM and transgender woman and cisgender
women [14,15]. At the time of redaction of this
guidance, no reimbursement was available in
Belgium, but reimbursement submission is expected
in 2024,

Special situations
Woman who are pregnant or trying to conceive

Pregnancy is a period of elevated risk of HIV acqui-
sition and the infection is more often spread to the
infant when it occurs during pregnancy [16,17].
Providers should offer PrEP to pregnant women
whose sexual partner has HIV, especially when
their current partner’s viral load is unknown, is
detectable, or cannot be documented as undetect-
able [18]. Data on pregnancy outcomes in the
Antiretroviral Pregnancy Registry provide no evi-
dence of adverse effects among fetuses exposed
to TDF/FTC, used for either HIV treatment or pre-
vention of HIV acquisition during pregnancy
[19,20].

Breastfeeding

If a woman becomes infected during breastfeed-
ing, the risk of transmission of HIV to her infant is
appreciable because of high viral load soon after
seroconversion. Data from studies of infants born
to HIV-infected mothers and exposed to TDF or
FTC through breast milk suggest limited drug
exposure [21,22]. TDF and FTC are secreted in
breast milk at very low concentrations (0.3-2% of
the levels required for infant treatment). Thus, the
risk/benefit ratio of PrEP during breastfeeding
should be evaluated case by case.
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Chronic hepatitis B infection

TDF and FTC are also used to treat patients with
a chronic HBV infection, i.e. individuals positive for
the HBsAg more than 6 months. When these drugs
are discontinued, patients with an HBV infection may
experience clinically significant hepatitis flares. We
advised not to use event-driven PrEP in this popula-
tion. Daily PrEP with TDF/FTC can be considered even if
HBV treatment is not required at the moment of PrEP
initiation. However, when treatment with PrEP is dis-
continued, the need for ongoing therapy for HBV
should be assessed and monitoring for a flare is
advised, especially if liver fibrosis was present before
starting PrEP [23]. Nevertheless, flares were not
observed in two PrEP trials limited to participants
with normal liver function tests and no clinical signs
of cirrhosis [24,25].

Chronic kidney disease

TDF is associated with Fanconi syndrome and progres-
sion of CKD. In patients with CKD stage 3 or higher
(estimated glomerular filtration (eGFR) rate <60 mL/
min/1.73 m?) the initiation of event-driven PrEP (TDF/
FTC) can be considered if the benefit is deemed higher
than the risk of progressive kidney disease.

Recent PEP exposure - switching directly from PEP
to PrEP

For patients who required the prescription of post-
exposition prophylaxis (PEP), the initiation of PrEP
should be discussed at the end of the PEP treatment.
A large gap between the termination of the PEP treat-
ment and initiation of PrEP is deemed unnecessary
given the sensitivity of current HIV tests [26] and the
efficacy of PEP reported in observational trials [27]. The
PrEP baseline laboratory tests should be performed 1-
2 weeks after the end of the 28-day PEP treatment and
PrEP can be initiated in case this test is negative [28].

Transgender persons

In the iPrEx subgroup analysis, trans women taking
PrEP were reported to have a higher risk of HIV acquisi-
tion as compared to MSM [29]. Daily PrEP with TDF/FTC
had lower effectiveness in trans women than in MSM,
primarily linked to lower adherence as measured by
drug concentrations. Some studies have reported that
the high doses of feminizing hormones prescribed to
trans women result in lowering of activated tenofovir
diphosphate levels in rectal tissue [30]. There are no
studies in trans women on intermittent dosing. We
therefore advise to only prescribe event-driven PrEP
to trans and gender diverse people assigned male at
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birth who are not taking exogenous oestradiol-based
hormones, given the potential reduction of TDF at the
site of exposure due to hormone usage.

Bariatric surgery

Individuals taking PrEP who have gastrointestinal dis-
orders (including sleeve gastrectomy, gastrointestinal
bypass surgery, terminal ileitis, celiac disease, and
chronic diarrhoea) may have lower than expected
TDF plasma concentrations despite high adherence
[31]. In these cases, we advise to use daily PrEP.
Furthermore, these PrEP users need closer follow-up
and should be encouraged to adhere to other recom-
mended prophylactic measures. Although therapeutic
drug monitoring with determination of TDF and FTC
trough levels is possible in abroad laboratories, its cost
prohibits the implementation in daily clinical prac-
tice [32].

Missed medication and indications for PEP

If a person forgot to take his pill within 12 h, the next
pill should be taken as soon as possible, and PreP
continued at the same hour as usual. If a person forgot
to take his pill later than 12 h, only the next pill should
be taken at the same hour as usual.

In case of a risk contact and suboptimal medication
adherence, the HRC should be contacted to evaluate
the need for PEP. Low adherence is defined as [28]:

- For men and women on daily regimen: less than
four pills a week, regardless of the distribution

- For men on even-driven PrEP: at least one pill
before and one pill after sexual intercourse have
to be taken.

Side effects

PrEP is very safe with no side effects in 90% of users
[2,5,6]. Reported side effects include:

- Gastrointestinal symptoms: diarrhea, nausea,
vomiting, flatulence, ... Typically, these symp-
toms start in the first few days or weeks of PrEP
use and last almost always less than 1T month.

- General symptoms: dizziness, headache and
fatigue.

- Renal failure: One-time elevations in serum crea-
tinine are seen in approximately 1 in every 200
PrEP users but are self-limiting and resolve in 80%
of cases without stopping PrEP when a separate
specimen is tested [33-36]. The Fanconi syn-
drome is a seldom side effect of TDF usage,
which has been described in patients living with
HIV taking the drug daily for at least several
months [37]. In patients on PrEP with worsening

of kidney function, we proposed to confirm this
on a separate specimen. If eGFR drops below <60
mL/min/1.73 m?, we advise to refer the patient to
the HRC. Also, if eGFR decreases over 20% with-
out recovery, the patients should be referred to
the HRC for further work-up including determina-
tion of urinary protein/creatinine ratio, gluco-
suria, fractional phosphate excretion,
measurement of urine pH and plasma
bicarbonate.

- Reduction of bone density: Oral PrEP with TDF/
FTC has been associated with a small decrease in
bone mineral density (0,5 - 1,5%) at the spine and
hip in the first 6 months, without further progres-
sion afterwards [38]. Studies have found no
increase in risk of bone fracture and bone mineral
density returns to normal when PrEP is discon-
tinued [39]. Thus, no screening for bone mineral
density recommended. For people with a history
of bone fracture who are considering PrEP should
be referred to exclude osteoporosis that needs
treatment.

Seroconversion and resistance

HIV seroconversion while using PrEP might occur. In
clinical trials, seroconversion was related to either pre-
existing HIV infection or inconsistent use of PrEP
[40,41]. Only 3% of seroconverters who have received
PrEP in studies have shown any resistance to FTC or
TDF [42]. Recently, a case of HIV acquisition with multi-
drug resistance was reported despite long-term adher-
ence to TDF/FTC, but this case remains the only one
described until now [43]. Thus, in case of seroconver-
sion, a drug resistance testing should be performed
and the patient needs to be referred to an HRC as soon
as possible to start an adapted treatment.

Doxycycline to prevent STIs (‘doxy-PEP’)

Doxycycline PEP, which refers to an intake of 200 mg
within 24-72 h after sexual intercourse [44], proved to
be effective in preventing bacterial STls in MSM with
the caveat of the unknown long-term effects on micro-
biota and STIs resistance. Given these uncertainties,
there is currently no recommendation for its wide-
spread use.

Patient information

These are the main message which should be shared
with the patient:

— PrEP is highly effective against HIV acquisition, if
you take it correctly.

- Adherence (correctly taking pills) and regular test-
ing for HIV (every 3 months) are essential.



— PrEP does not protect against other STls. Condom
use does.

— PrEP has no contraceptive effect.

— PrEP does not affect the efficacy of hormonal
contraceptive and hormonal contraceptive does
not affect PrEP.

- If vomiting occurs at least 30 min after intake,
there is no need to retake a second tablet. If one
tablet is missed, take it as soon as you remember.

- In case of missed/incorrect pill intake, contact
a health professional (a PEP treatment might be
needed).

- For event-driven PrEP, pay attention to correctly
starting (2-24 h before; 2 pills) and stopping (2
days after last sex).

— There are no interactions of PrEP with recreational
drugs or alcohol. However, chemsex may cause
impaired adherence to PrEP and other health
problems.

Reliable patient information can be found on the fol-
lowing websites:

—Myprep.be (French only, a patient information leaf-
let is available)

-Sensoa (Dutch only)

—PrEPster

—https://www.itg.be/nl/clinics/service/hiv-prep-pre-
expositie-profylaxe

Information to be collected by the HRCs

Sciensano collects aggregated data of the HRCs on
PrEP usage on yearly basis. The following data need
to be reported:

(1) The number of individuals starting PrEP in the
last year, including their sex, age group, risk
category, presence of specific circumstances
(sex work and start after PEP usage) and regi-
men chosen at the start.

(2) The number of individuals taking PrEP in the
last year, including the number with a new diag-
nosis of a specific STI (HIV, syphilis, NG, CT,
lymphogranuloma venereum, hepatitis A, hepa-
titis B, hepatitis C, Mpox and HIV), the number
reporting chemsex usage and the regimen at
the last consultation of the year.

(3) The number of individuals who interrupted PrEP
and the reasons for this interruption.

Conclusion

In conclusion, we recommend the use of PrEP for
a selected population. A regular follow-up has to be
set up to diagnose HIV seroconversion, to treat other
STls, to prevent side effects and to avoid resistance
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occurrence. We recommend that patients should be
counselled regarding the use of PrEP as part of
a combination approach to HIV prevention.

Acknowledgments

The authors would like to thank Dirk Avonts, Vincent
Barvaux, Rémy Demeester, Pierre-Louis Deudon and Marie-
Angélique De Scheerder for critical reading of the
manuscript.

Disclosure statement

No potential conflict of interest was reported by the
author(s).

ORCID

Jens T. Van Praet
Sophie Henrard
Chris Kenyon

http://orcid.org/0000-0002-7125-7001
http://orcid.org/0000-0001-9486-5547
http://orcid.org/0000-0002-2557-8998

Agnés Libois (2) http://orcid.org/0000-0002-6078-878X
Annelies Meuwissen http://orcid.org/0000-0002-5769-
4491

Gert Scheerder () http://orcid.org/0009-0001-9977-318X

References

[1]1 Vanhamel J, Reyniers T, Vuylsteke B, Callens S, et al.
Understanding adaptive responses in PrEP service
delivery in Belgian HIV clinics: a multiple case study
using an implementation science framework.
J Int AIDS Soc. 2024.

[2] Grant RM, Lama JR, Anderson PL, et al. Preexposure
Chemoprophylaxis for HIV prevention in men who
have sex with men. New Engl J Med. 2010 Dec
30;363(27):2587-2599. doi: 10.1056/NEJMoa1011205

[3] Molina JM, Capitant C, Spire B, et al. On-demand pre-
exposure prophylaxis in men at high risk for HIV-1
infection. New Engl J Med. 2015 Dec 3;373
(23):2237-2246. doi: 10.1056/NEJMoa1506273

[4] McCormack S, Dunn DT, Desai M, et al. Pre-exposure
prophylaxis to prevent the acquisition of HIV-1 infec-
tion (PROUD): effectiveness results from the pilot
phase of a pragmatic open-label randomised trial.
Lancet. 2016 Jan 2;387(10013):53-60. doi: 10.1016/
S0140-6736(15)00056-2

[5] Baeten JM, Donnell D, Ndase P, et al. Antiretroviral
prophylaxis for HIV prevention in heterosexual men
and women. New Engl J Med. 2012 Aug 2;367
(5):399-410. doi: 10.1056/NEJMoa1108524

[6] Thigpen MC, Kebaabetswe PM, Paxton LA, et al.
Antiretroviral preexposure prophylaxis for heterosex-
ual HIV transmission in Botswana. New Engl J Med.

2012 Aug  2;367(5):423-434. doi:  10.1056/
NEJMoa1110711

[7] Vaccinatie van volwassenen tegen hepatitis A (HGR
8815). 2013.

[8] Vaccinatie van volwassenen tegen Hepatitis B (HGR
8816). 2013.

[9] Vaccinatiefiches tegen het humaan papillomavirus
(HPV) (kinderen et adolescenten) (HGR 9181). 2017.


http://Myprep.be
http://Sensoa
http://PrEPster
https://www.itg.be/nl/clinics/service/hiv-prep-pre-expositie-profylaxe
https://www.itg.be/nl/clinics/service/hiv-prep-pre-expositie-profylaxe
https://doi.org/10.1056/NEJMoa1011205
https://doi.org/10.1056/NEJMoa1506273
https://doi.org/10.1016/S0140-6736(15)00056-2
https://doi.org/10.1016/S0140-6736(15)00056-2
https://doi.org/10.1056/NEJMoa1108524
https://doi.org/10.1056/NEJMoa1110711
https://doi.org/10.1056/NEJMoa1110711

128 J. T. VAN PRAET ET AL.

(o

(1]

[12]

[13]

[14]

[15]

[1el

(7]

[18]

(19

[20]

[21]

[22]

[23]

Abara WE, Bernstein KT, Lewis FMT, et al. Effectiveness
of a serogroup B outer membrane vesicle meningo-
coccal vaccine against gonorrhoea: a retrospective
observational study. Lancet Infect Dis. 2022 Jul;22
(7):1021-1029. doi: 10.1016/S1473-3099(21)00812-4
Wang B, Giles L, Andraweera P, et al. Effectiveness and
impact of the 4CMenB vaccine against invasive ser-
ogroup B meningococcal disease and gonorrhoea in
an infant, child, and adolescent programme: an obser-
vational cohort and case-control study. Lancet Infect
Dis. 2022 Jul;22(7):1011-1020. doi: 10.1016/51473-
3099(21)00754-4

Garcia MR, Leslie SW, Wray AA. Sexually transmitted
infections. StatPearls Treasure Island (FL). 2024.
Mayer KH, Molina JM, Thompson MA, et al.
Emtricitabine and tenofovir alafenamide vs emtricita-
bine and tenofovir disoproxil fumarate for HIV
pre-exposure prophylaxis (DISCOVER): primary results
from a randomised, double-blind, multicentre,
active-controlled, phase 3, non-inferiority trial.
Lancet. 2020 Jul 25;396(10246):239-254. doi: 10.1016/
S0140-6736(20)31065-5

Landovitz RJ, Donnell D, Clement ME, et al.
Cabotegravir for HIV prevention in cisgender men
and transgender women. New Engl J Med. 2021 Aug
12;385(7):595-608. doi: 10.1056/NEJM0a2101016
Delany-Moretlwe S, Hughes JP, Bock P, et al.
Cabotegravir for the prevention of HIV-1 in women:
results from HPTN 084, a phase 3, randomised clinical
trial. Lancet. 2022 May 7;399(10337):1779-1789. doi:
10.1016/50140-6736(22)00538-4

Humphrey JH, Marinda E, Mutasa K, et al. Mother to
child transmission of HIV among Zimbabwean women
who seroconverted postnatally: prospective cohort
study. BMJ. 2010 Dec 22;341:¢6580-c6580. doi: 10.
1136/bmj.c6580

Singh S, Lampe MA, Babu AS, et al. HIV seroconversion
during pregnancy and mother-to-child HIV transmis-
sion: data from the enhanced perinatal surveillance
project, United States, 2005-2010. J Int AIDS Soc.
2012 Oct;15:130-131.

WHO Technical brief: Preventing HIV during preg-
nancy and breastfeeding in the context of pre-expo-
sure prophylaxis (PrEP). Geneva: World Health
Organization. 2017.

Dettinger JC, Kinuthia J, Pintye J, et al. Perinatal out-
comes following maternal pre-exposure prophylaxis
(PrEP) use during pregnancy: results from a large
PrEP implementation program in Kenya. J Int AIDS
Soc. 2019 Sep;22(9). doi: 10.1002/jia2.25378

The Antiretroviral Pregnancy Registry. Interim Report:
1 January 1989 through 31 January 2023. 2023.
Mofenson LM, Baggaley RC, Mameletzis L. Tenofovir dis-
oproxil fumarate safety for women and their infants dur-
ing pregnancy and breastfeeding. AIDS. 2017 Jan 14;31
(2):213-232. doi: 10.1097/QAD.0000000000001313
Mugwanya KK, John-Stewart G, Baeten J. Safety of oral
tenofovir disoproxil fumarate-based HIV pre-exposure
prophylaxis use in lactating HIV-uninfected women.
Expert Opin Drug Saf. 2017;16(7):867-871. doi: 10.
1080/14740338.2017.1338271

Mondou E, Sorbel J, Anderson J, et al. Posttreatment
exacerbation of hepatitis B virus (HBV) infection in
long-term HBV trials of emtricitabine. Clin Infect Dis.
2005 Sep 1;41(5):E45-E47. doi: 10.1086/432581

[24]

[25]

[26]

[27]

[28]

[29]

[30]

31]

[32]

[33]

[34]

[35]

[36]

Peterson L, Taylor D, Roddy R, et al. Tenofovir diso-
proxil fumarate for prevention of HIV infection in
women: a phase 2, double-blind, randomized,
placebo-controlled trial. PLOS Clin Trials. 2007 May
25;2(5):e27. doi: 10.1371/journal.pctr.0020027
Solomon MM, Schechter M, Liu AY, et al. The safety of
tenofovir-emtricitabine  for HIV  Pre-Exposure
Prophylaxis (PrEP) in Individuals with active Hepatitis
B. J Acquir Immune Defic Syndr. 2016 Mar 1;71
(3):281-286. doi: 10.1097/QA1.0000000000000857
Lindback S, Thorstensson R, Karlsson AC, et al.
Diagnosis of primary HIV-1 infection and duration of
follow-up after HIV exposure. Karolinska Institute
Primary HIV infection study group. AIDS. 2000 Oct
20;14(15):2333-23309. doi: 10.1097/00002030-
200010200-00014

Mayer KH, Allan-Blitz LT. Post-exposure prophylaxis to
prevent HIV: new drugs, new approaches, and more
questions. Lancet HIV. 2023 Dec;10(12):e816-e824.
doi: 10.1016/52352-3018(23)00238-2

Centers for Disease Control and Prevention UPHS.
Preexposure prophylaxis for the prevention of HIV
infection in the United States—2021 update:
a clinical practice guideline. 2021.

Deutsch MB, Glidden DV, Sevelius J, et al. HIV
pre-exposure prophylaxis in transgender women:
a subgroup analysis of the iPrex trial. Lancet HIV.
2015 Dec;2(12):e512-9. doi: 10.1016/52352-3018(15)
00206-4

Cottrell ML, Prince HMA, Schauer AP, et al. Decreased
Tenofovir Diphosphate concentrations in
a transgender female cohort: Implications for human
immunodeficiency virus preexposure prophylaxis. Clin
Infect Dis. 2019 Nov 27;69(12):2201-2204. doi: 10.
1093/cid/ciz290

Calcagno A, Dal Conte |, Cattaneo D, et al. Low
Tenofovir Plasma Exposure in HIV oral pre-exposure
prophylaxis recipients with gastrointestinal disorders.
Antimicrob Agents Chemother. 2021 Jan 1;65(1). doi:
10.1128/AAC.01902-20

Roelofsen EE, Wildenbeest S, Mollema FP, et al.
Pharmacokinetics of tenofovir disoproxyl fumarate/
emtricitabine in a client on pre-exposure prophylaxis
after a total gastrectomy. AIDS. 2020 Nov 1;34
(13):1989-1991. doi: 10.1097/QAD.0000000000002633
Yacoub R, Nadkarni GN, Weikum D, et al. Elevations in
serum creatinine with  tenofovir-based HIV
Pre-Exposure Prophylaxis: A meta-analysis of rando-
mized placebo-controlled trials. J Acquir Immune
Defic Syndr. 2016 Apr 1;71(4):e115-8. doi: 10.1097/
QAI.0000000000000906

Solomon MM, Lama JR, Glidden DV, et al. Changes in
renal function associated with oral emtricitabine/teno-
fovir disoproxil fumarate use for HIV pre- exposure
prophylaxis. AIDS. 2014 Mar 27;28(6):851-859. doi:
10.1097/QAD.0000000000000156

Mugwanya KK, Wyatt C, Celum C, et al. Reversibility of
glomerular renal function decline in HIV-Uninfected men
and women discontinuing emtricitabine-tenofovir diso-
proxil fumarate pre-exposure prophylaxis. Jaids-J Acq
Imm Def. 2016 Apr 1;71(4):374-380. doi: 10.1097/QAl.
0000000000000868

Mandala J, Nanda K, Wang M, et al. Liver and renal safety
of tenofovir disoproxil fumarate in combination with
emtricitabine among African women in a


https://doi.org/10.1016/S1473-3099(21)00812-4
https://doi.org/10.1016/S1473-3099(21)00754-4
https://doi.org/10.1016/S1473-3099(21)00754-4
https://doi.org/10.1016/S0140-6736(20)31065-5
https://doi.org/10.1016/S0140-6736(20)31065-5
https://doi.org/10.1056/NEJMoa2101016
https://doi.org/10.1016/S0140-6736(22)00538-4
https://doi.org/10.1016/S0140-6736(22)00538-4
https://doi.org/10.1136/bmj.c6580
https://doi.org/10.1136/bmj.c6580
https://doi.org/10.1002/jia2.25378
https://doi.org/10.1097/QAD.0000000000001313
https://doi.org/10.1080/14740338.2017.1338271
https://doi.org/10.1080/14740338.2017.1338271
https://doi.org/10.1086/432581
https://doi.org/10.1371/journal.pctr.0020027
https://doi.org/10.1097/QAI.0000000000000857
https://doi.org/10.1097/00002030-200010200-00014
https://doi.org/10.1097/00002030-200010200-00014
https://doi.org/10.1016/S2352-3018(23)00238-2
https://doi.org/10.1016/S2352-3018(15)00206-4
https://doi.org/10.1016/S2352-3018(15)00206-4
https://doi.org/10.1093/cid/ciz290
https://doi.org/10.1093/cid/ciz290
https://doi.org/10.1128/AAC.01902-20
https://doi.org/10.1128/AAC.01902-20
https://doi.org/10.1097/QAD.0000000000002633
https://doi.org/10.1097/QAI.0000000000000906
https://doi.org/10.1097/QAI.0000000000000906
https://doi.org/10.1097/QAD.0000000000000156
https://doi.org/10.1097/QAD.0000000000000156
https://doi.org/10.1097/QAI.0000000000000868
https://doi.org/10.1097/QAI.0000000000000868

[37]

[38]

[39]

[40]

pre-exposure prophylaxis trial. Bmc Pharmacol Toxico.
2014 Dec 24;15(1). doi: 10.1186/2050-6511-15-77
Tourret J, Deray G, Isnard-Bagnis C. Tenofovir effect on
the kidneys of hiv-infected patients: a double-edged
sword? J Am Soc Nephrol. 2013 Oct;24(10):1519-1527.
doi: 10.1681/ASN.2012080857

Mulligan K, Glidden DV, Anderson PL, et al. Effects of
Emtricitabine/Tenofovir on bone mineral density in
HIV-Negative persons in a randomized, double-blind,
placebo-controlled trial. Clin Infect Dis. 2015 Aug 15,61
(4):572-580. doi: 10.1093/cid/civ324

Liu AY, Vittinghoff E, Sellmeyer DE, et al. Bone mineral
density in HIV-negative men participating in
a tenofovir pre-exposure prophylaxis randomized clin-
ical trial in San Francisco. PLOS ONE. 2011;6(8):e23688.
doi: 10.1371/journal.pone.0023688

Anderson PL, Glidden DV, Liu A, et al. Emtricitabine-
tenofovir concentrations and pre-exposure prophy-
laxis efficacy in men who have sex with men. Sci

[41]

[42]

[43]

[44]

ACTA CLINICA BELGICA 129

Transl Med. 2012 Sep 12;4(151):151ra125. doi: 10.
1126/scitransimed.3004006

Donnell D, Baeten JM, Bumpus NN, et al. HIV protec-
tive efficacy and correlates of tenofovir blood concen-
trations in a clinical trial of PrEP for HIV prevention.
J Acquir Immune Defic Syndr. 2014 Jul 1;66
(3):340-348. doi: 10.1097/QAI.0000000000000172
Fonner VA, Dalglish SL, Kennedy CE, et al. Effectiveness
and safety of oral HIV preexposure prophylaxis for all
populations. AIDS. 2016 Jul 31;30(12):1973-1983. doi:
10.1097/QAD.0000000000001145

Knox DC, Anderson PL, Harrigan PR, et al. Multidrug-
resistant HIV-1 Infection despite Preexposure
Prophylaxis. New Engl J Med. 2017 Feb 2;376
(5):501-502. doi: 10.1056/NEJMc1611639
Luetkemeyer AF, Donnell D, Dombrowski JC, et al.
Postexposure doxycycline to prevent bacterial sexually
transmitted infections. New Engl J Med. 2023 Apr
6;388(14):1296-1306. doi: 10.1056/NEJMoa2211934


https://doi.org/10.1186/2050-6511-15-77
https://doi.org/10.1681/ASN.2012080857
https://doi.org/10.1093/cid/civ324
https://doi.org/10.1371/journal.pone.0023688
https://doi.org/10.1126/scitranslmed.3004006
https://doi.org/10.1126/scitranslmed.3004006
https://doi.org/10.1097/QAI.0000000000000172
https://doi.org/10.1097/QAD.0000000000001145
https://doi.org/10.1097/QAD.0000000000001145
https://doi.org/10.1056/NEJMc1611639
https://doi.org/10.1056/NEJMoa2211934

	Abstract
	Introduction
	Evidence of PrEP effectiveness
	Methodology
	General considerations
	Eligibility for PrEP
	Initial assessment and follow-up
	First medical consultation
	First follow-up consultation
	Three-month follow-up consultations

	PrEP counselling
	PrEP regimen and dosage
	Special situations
	Woman who are pregnant or trying to conceive
	Breastfeeding
	Chronic hepatitis B infection
	Chronic kidney disease
	Recent PEP exposure – switching directly from PEP to PrEP
	Transgender persons
	Bariatric surgery

	Missed medication and indications for PEP
	Side effects
	Seroconversion and resistance
	Doxycycline to prevent STIs (‘doxy-PEP’)
	Patient information
	Information to be collected by the HRCs
	Conclusion
	Acknowledgments
	Disclosure statement
	ORCID
	References

